Reply  by Elmore, James R. et al.
requen
free c
JOURNAL OF VASCULAR SURGERY
Volume 50, Number 5 Letters to the Editor 1247large,
geographically distinct, Caucasian population, the possibility
of population stratification in the Elmore et al study and low
statistical significance in the context of genome wide multiple
testing suggest that this region should not be considered as an AAA
locus at this time.
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Reply
We thank the investigators for their interest in our paper,1 and
would like to make several points regarding their observations.
First, their sample size is underpowered for a replication study of
the reported association. For an association with an odds ratio of
1.3 and minor allele frequency of 0.4, the statistical power is 0.45
(based on an allelic genetic model) at   0.05.2 Therefore, the
failure to replicate the association is not conclusive. Second, the
investigators do report a statistically significant association with
single nucleotide polymorphisms (SNP) in intron 2 of the CNTN3
gene. This supports our working hypothesis that a functional
variant in this region influences the phenotype. The differences in
specific genetic variants that are statistically associated with the
disease (and presumably a common functional genetic variant)
could reflect different haplotype structures in the study popula-
tions. Third, a difference in haplotype structure is further sug-
gested by our failure to replicate in our study population their
previously reported association of SNP rs5186 in the AGTR1 gene
with abdominal aortic aneurysm (AAA)3 (Table). Assuming the
reported odds ratio of 1.6,3 our sample size has 0.98 power to
detect an association (allelic genetic model,   0.05). Finally,
these considerations highlight some of the challenges of discover-
Table. SNP associations with AAA
Chr SNP marker Position AAA MAF Control MAF 2
3 RS7635818 74866166 0.4416 0.4437 0.01
3 RS9876789 74628570 0.0565 0.0824 5.80
3 RS6549604 74628467 0.0671 0.0915 4.54
3 RS4076052 74623970 0.0212 0.0353 4.04
AAA, Abdominal aortic aneurysm; Chr, chromosome; MAF, minor allele f
A total of 567 AAA cases and 552 elderly vascular disease (including AAA)
Table. SNP rs5186 Association with AAA*





0.32 0.29 0.20 1.1 0.95-1.3
AAA, Abdominal aortic aneurysm; MAF, minor allele frequency; SNP,
single nucleotide polymorphism.
*704 AAA cases and 800 controls from the Geisinger Clinic population.ing and validating the association of common genetic variants with
complex diseases. We are open to working collaboratively with
other investigators to overcome these challenges in addressing
important research questions.
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Regarding “Incorporating outpatient venous
procedures into a vascular surgery practice”
The American Board of Phlebology (ABPh) agrees with many
of the points raised in the article by Shortell and Markovic.1 There
has been tremendous interest by physicians from a variety of
specialty backgrounds as a result of major new concepts and
significant innovations in the diagnosis and treatment of common
vein disorders. Duplex imaging has been critical to many of these
advances. Many vein procedures can now be done in an office-
based setting by using percutaneous or simple surgical procedures
and thus are being performed by primary care physicians, gynecol-
ogists, general surgeons, interventional radiologists, dermatolo-
gists, and physicians from other specialty backgrounds. Physicians
and surgeons from a variety of specialties have contributed to these
innovations.2-5
The mission of the ABPh, an independent nonprofit organi-
zation, is to improve the base of knowledge and experience of
value Odds ratio 95% Confidence interval Gene region
9187 0.9913 0.839-1.172 intergenic
01596 0.6671 0.479-0.929 CNTN3 intron 2
03301 0.7147 0.524-0.974 CNTN3 intron 2
04434 0.5926 0.354-0.992 CNTN3 intron 2





4 0.medical practitioners and thus the care of patients related to venous
